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Patent number: JP1 1209322 
Publication date: 1 999-08-03 

inventor: ONO TOSHIYA; YAMAGUCHI MASAKAZU; OBA TAKASHI; YAMAMURO AKIRA; FUJIKUR/ 

YOSHIAKI 

Applicant: «AO CORP 

Classification: 

- international: C07C43/23; A61 K7/00; A61 K31 /085 
- european: 

Application number: JP1 998001 4351 19980127 
Priority number(s): 

Abstract of JP11209322 

PROBLEM TO BE SOLVED: To obtain the subject new 
compound having a specific (branched) alkyl substituent, 
providing a reduced undesirable side effect and skin 
irritation, capable of rapidly imparting an effect of a strong 
warm feeling to skin when using the compound, capable of 
sustaining the feeling for a long period and useful as a skin 
preparation for external use. 

SOLUTION: This new compound is the one of the formula [R 
is a 3-6C (branched) alky!], e.g. isovaniilyl n-propyl ether. 
The compound of the formula is obtained by reacting 3- 
hydroxy-4-methoxybenzyl halide with a corresponding 
alkoxide in a solvent or without the solvent. The compound is 
preferably used as a skin preparation for external use in a 
dosage form such as a lotion, an emulsion, a skin lotion, a 
dentifrice, a soap, a cataplasma and a cream regulated so as 
to include 0.001-10 wt.%, preferably 0.01-5 wt.% compound C% 
of the formula. QH 
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ACCESSION NUMBER: 1999(511131 CAPLUS INDEX NAME) 

DOCUMENT NUMBER: 131 t 157643 

TITLE: Preparation of hydrazones derivatives for treatment or 

prevention of diseases related to glucose oetabolic „ 

pethv sy» fH2-Pb 
INVENTOR |S): Jecobsen, Fsllei Madsen, Petert Vestergaard, Niels rn= u- i- ?K 

PATENT AS51GNEB(S)t How Mordisk Vs, Den. ™ 

SOURCE t PCT 1st. Appl., 71 pp. 

CO DEN t FIXXD2 
DOCUMENT TYFEt Patent 
LANGUAGE: ' English 

FAMILY ACC. HUM. COUNT: 1 
PATENT INFORMATION: 

REFERENCE COUNT I 11 THEM ARE 11 CITED REFERENCES AVAILABLE FXJR THIS 

PATENT NO. XI ND DATE APPLICATION NO. DATS RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

VO 9940062 Al 19990112 VO 1999-0X53 19990203 

Vt AL, AM, AT, AU, AX r tX, BB, BG, BR, BY, CA, CH, CM, CU, CZ, DS, 
DX, BE, S3, ri, GB, GD, GB, CH, GM, HR, HU, ID,, IL, IN, IS, J?, 
KB, KG, KF, XR, KZ, LC, LJt, LR, LS, LT, LU, LY, «D, NO, MX, MM, 
MV, MX, M0, NX, PL, FT, RO, RU, SD, SS, SG, St, SX, SL, TJ, TM, 
TR, TT, UA, 00, Ul, VN, YU, ZV, AM, AX, BY, KG, XI, MD, RO, TJ, TM 
RVt CH, GM, KB, U, HV, SD, S3, UG, ZV, AT, BE, CH, CY, DS, DX, ES, 
Fl, FR, OB, GA, IE, IT, LU, MC, NL, FT, SE, Br, BJ, CF, CG, CI, 
CM, GA, CH, GV, ML, MR, HE, SN, TD, T6 
AU 9926102 Al 19990123 AU 1999-26102 19990203 

PRIORITY APPLN. INFO.: DX 1991-159 A 199I020S 

US 199I-74001F P 19560209 
VO 1999-DXS3 V 19990203 
OTHER SOURCE (S) : HARP AT 131:157643 

AB Hydrazone derive, of formula R1R2C-*4HA3R4 (I) or R1R2C-NH-CR3R4 (II) 
(R1-R4 - H, Cl-9 alkyl, C3-t cycloalkyl, OH, acyl. CI- 6 slkoxy, N02, 
cyano, (un) substituted csrbooyl, (un) substituted amino, (un) substituted 

sulfonamide, (un> substituted' (htttro)aryl, ete.» Rl and R2 or R3 and RI . _ ., 

nay together form an (un)subtltuted hetero- -or carbocycle), vera prepd for 

use as medicament* in therapy asp. in the treatment of disease* related to 

glucose Metabolic pathways. Specifically, claimed compds. 1 and II were 

prepd. for use in the treatment or prevention of disease* of the 

endocrinol. system, preferably hyperglycemia, HI DON, or dimbmtme 

, and for treatment of glycogen a tor aye disease or hypoglycemia. Compns. 

of the invention ire claimed to exhibit glucose-6-phosphatese inhibitory 

activity vith ICS0 values of less than 100 ,mu.N (no data). Thus, 

4-chlorobenzaldehyde was added to M,M-dib*nryl hydrazine in DMF followed by 

addn. of tri-Bt orthoformate to form N,N-dibenzyl-N*-(4- 

chl or obenzylldene) hydrazine, i.e., I (where Rl - H, R2 - C6H4-p-Cl, and R3 
- R4 - CH2PM , in 941 yield. 
IT 237«02-3«-7», I- (Dibtnzylhydrazonomethyl) -2-methoxyphenol 

RLt BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified)! 5PN (Synthetic preparation) » TITO (Therapeutic 
use) i BIOL (Biological study)* PRE? (Preparation) t USES (Uses) 

(prepn. of hydrazone derivs. for treatment or prevention of diseases of 

the endocrinol. system, preferably hyperglycemia, NIDDM, or 

diebetes, and for treatment of glycogen storage disease or 

hypoglycemia) 
RN 237402-36-7 CAPLUS 

CN Benzaldehyde, 4-hydroxy-3-nethoxy-, bis (phenylmethyDhydcazone (9C7) (CA 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR ( S) t 

PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE* 
LANGUAGE I 

FAMILY ACC. NUM. COUNT c 
PATENT INFORMATION* 



1999t4H2M CAPLUS 
131t 116071 

Preparation of ethers of isovanillyl alcohols as 

skla treatment agents for external use 

Ono, Toshiyar Yamaguchi, Hssasblf Ohbs, Takeshi; 

Yaaamuro, Axira* Fujikura, Yoshiaki 

Xao Corp., Japan 

Jpn. Xokai Tokkyo Xoho, 5 pp. 

CODENr JXXXAF 

Patent 

Japanese 



PATENT NO. 



KINO DATE 



APPLICATION NO. DATE 



JF 11209322 A2 19990903 JF 1999-14351 199B0127 

PRIORITY APPLN. INFO, t JP199I-143S1 19990127 

OTHER SOURCE (S) t HARPAT 131 X 116071 

AB Till* compds. I (R - C3-6 linear or branched alkyl), which give a feeling 
of warmth and reduced stimulation, are prepd. Isovanillyl ale. was 
etherlfied with Pr ale. in the presence of BCl at 70. degree, for, 30 min to 
give 43.0* isovanillyl Pr ether, which give feeling of warmth or' the 
akim. 

IT 2332S5-7»-W 2M2S5-V0-O 233233-M-7* 
2*»255-S2-tr 23»2S5-*»-9» 23J25B-M-OP 
233299-SS-1F 

RLt BAC (Biological activity or effector, except adverse) I BSU (Biological 
study, unclassified)! BUU (Biological use, unclassified) t SPN (Synthetic 
preparation)! TV0 (fbexapeotlo oee)» BIOL (Biological study) i 
PREP (Preparation)! USES (Uses) 

(prepn. of ethers of isovanillyl ales, as skla treatment 
agents for external use) 
RN 2332S5-79-3 CAPLUS 

CN Phenol, 2-mtthoary-5- (propoxymethyl) - (SCI) (CA INDEX NAME) 
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^ CH^— OBu-n 



XT 



RN 233255-82-1 CAPLUS 

CN Phenol, 2-»ethoxy-5-l (2-methylpropoxy) methyl]- (9CI) (CA INDEX NAME) 



CH2- OBu-1 



RN 23325S-I3-9 CAPLUS 

CM Phenol, 2-methoxy-5- ( ( pen tyloxy) methyl) - (9CI) (CA INDEX NAME) 



CH2— O- (CH 2 )|— Me 



RN 233255-91-0 CAPLUS 

CM Phenol, 2-methoxy-5-((3-»ethylbutoxy> methyl]- (SCI) (CA INDEX MAMS) 



J? 



RN 233255-90-6 CAPLUS 

CN Phenol, 2-metboxy-5-((t-methylethoxy)Mthyl)- (SCI) (CA INDEX HAMS) 



CH2-o?r-i 



CM 2^ — O— CH2— CH2~ CHMej 



RN 233255-IS-l CAPLUS 

CN Phenol. 5-1 Ihexylaxy) methyl) -2-methoxy- (9CI) (CA INDEX NAME) 



CH2— O- (CH2)s— He 



RN 23325S-I1-7 CAPLUS 

CN Phenol, 5- (butoxymethyl) •2-methoxy- (9CI) (CA INDEX NAME) 



